AMENDMENT UNDER 37 C.F.R. §1.111 
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Attorney Docket No.: Q92094 



REMARKS 

In the present Amendment, the specification has been amended to add a missing sentence 
at page 38, line 10 that was inadvertently omitted from the translation of the Japanese 
specification of the international application (WO 2005/000312 Al), as shown in the attached 
sheets. Claim 19 has been amended to add a period at the end. Claim 21 has been amended to 
recite "applying a fine powder by fusion coating using an agitation method to core particles." 
Support for the amendment is found, for example, on page 38, lines 6 and 19-27, and in Test 
Example 5 and Fig. 5 of the specification. Claims 25 and 26 have been amended to add a 
comma "," after "claim 21." New claim 33 has been added. Claim 33 is directed to the same 
medicament sustained release particles as those of claim 30 and support for claim 33 is found, 
for example, on page 25, lines 29-31, page 35, line 34 to page 36, line 1, and page 38, lines 6 and 
19-27 of the specification. No new matter has been added, and entry of the Amendment is 
respectfully requested. 

Upon entry of the Amendment, claims 1-33 will be pending, of which claims 1-20, 31 
and 32 are withdrawn from consideration. 

I. At page 3 of the Action, claims 21-25 and 27-30 are rejected under 35 U.S.C. § 
103(a) as being unpatentable over Akiyama et al. (US 5,593,690) in view of Bartholomaeus et al. 
(US 2002/0176888). 

Applicants submit that this rejection should be withdrawn because Akiyama et al. and 
Bartholomaeus et al. do not disclose or render obvious the present invention, either alone or in 
combination. 

Present claim 21 as amended is directed to a method for preparing medicament sustained 
release particles comprising applying a fine powder by fusion coating using an agitation method 
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to core particles containing a pharmacologically active substance and a matrix base material that 
has a hydroxyl value of 60 or greater and contains a polyglycerol fatty acid ester. Present claim 
30 relates to medicament sustained release particles obtainable by the method according to claim 
21. 

According to the method of the invention, the use of fusion coating performed by 
agitation enables the production of the desired fusion-coated particles in a high yield without 
having molten matter adhered on apparatus walls, unlike with fluid-bed fusion coating. See, 
page 55, lines 26-30 of the specification. 

Furthermore, in the present invention, a matrix base material having a specific hydroxyl 
value is used. Therefore, when a fine powder is applied to core particles by fusion coating, the 
core particles are effectively prevented from electrostatically adhering to the inner walls of a 
mixer/granulator which may occur due to the matrix base material, enabling efficient production 
of a particulate pharmaceutical preparation having a sustained medicament release. See, page 
56, lines 8-15 of the specification. 

(a) Neither Akivama et al. nor Bartholomaeus et al. teaches the "fusion co ating" of 
the present invention 

Akiyama et al. teaches a matrix preparation produced by dispersing a pharmaceutically 
active ingredient into a matrix that is solid at ambient temperature and composed of a fatty acid 
ester of a polyglycerol (abstract). However, as the Examiner acknowledged, Akiyama et al. does 
not teach "fusion-coating." 

Bartholomaeus et al. teaches active-component controlled-release oral dosage 
formulations. Paragraphs [0040] and [0057] of Bartholomaeus et al. are cited by the Examiner. 
In paragraph [0040], Bartholomaeus et al. teaches that retarding coatings can be applied to the 
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dosage formulation by fusion processes or powder application processes; and in paragraph 
[0057], Bartholomaeus et al. teaches that wax coatings can be applied by fusion-coating in a 
fluidized bed and cooling after coating until completely hardened. 

Citing these paragraphs, the Examiner concluded that Bartholomaeus et al. teaches the 
same "fusion coating" as in the present invention. 

Applicants respectfully disagree. 

The Examiner cited Muthiah (US 6,537,671), column 1, lines 30 to 35, in the footnote on 
page 6 of the Office Action. Based on Muthiah, the Examiner concluded on page 5, line 3 from 
the bottom, to page 6, line 2 of the Office Action that the fusion coating of Bartholomaeus et al. 
is "a method of applying a coating powder on a substrate in which dry, finely divided, free 
flowing heat fusible powders are deposited on the substrate and then fused and cured with 
heating, i.e., after coating, the coated substrate is subjected to a heat treatment, to form 
continuous or protective films." 

However, the "fusion coating" of the present invention is a method comprising heating 
core particles so that a matrix base material becomes molten on the surface of the core particles, 
and fine powder present in the vicinity of the molten matrix base material adheres thereto; more 
specifically, a technique of forming a coating layer having fine particles on the surface of core 
particles by utilizing the adhesiveness of the molten matrix base material (see, for example, page 
37, lines 3 to 12 of the specification). 

That is, the material to be melted is different. Specifically, a powder deposited on a 
substrate is melted in Bartholomaeus et al. In contrast, a matrix base material is melted in the 
present invention, whereby fine powder adheres thereto to form a coating. Thus, the principles 
of these two methods are completely different. The "fusion coating" of the present invention is 
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clearly different from the fusion-coating process of Bartholomaeus et al. Therefore, 
Bartholomaeus et al. does not teach nor suggest the "fusion coating" of the present invention. 

The Examiner stated on page 6, lines 5 to 9 of the Office Action that "[a]t the time of the 
invention, it would have been obvious to modify the methods of Akiyama et al. by utilizing the 
method of fusion coating of Bartholomaeus et al." However, as explained above, neither 
Akiyama et al. nor Bartholomaeus et al. teaches the fusion coating of the present invention. 
Therefore, the present invention is unobvious and is patentable over the combination of Akiyama 
et al. and Bartholomaeus et al. 

(b) Neither Akivama et al. nor Bartholomaeus et al. discloses "a matrix base 
material having a hvdroxvl value of 60 or greater and containing a polyglvc erol fatty acid 
ester" 

The present inventors focused on the problem of electrostatic adhesion of core particles 
to the walls of a granulator that conventionally occurs due to the matrix base material during 
"fusion coating," as discussed above in Item (a); and inhibiting such electrostatic adhesion is one 
of the objects of the present invention. To achieve this object, the present invention utilizes a 
matrix substrate having a hydroxyl value of 60 or greater and containing a polyglycerol fatty acid 
ester, which is a characteristic feature of the present invention. 

As the Examiner acknowledged on page 5, lines 13 to 14, and page 6, lines 3 to 4 of the 
Office Action, neither Akiyama et al. nor Bartholomaeus et al. teaches a matrix base material 
that has a hydroxyl value of 60 or greater and contains a polyglycerol fatty acid ester. 

As discussed in Item (a) above, neither Akiyama et al. nor Bartholomaeus et al. teaches 
"fusion coating" of the present invention. Therefore, naturally, the problem of electrostatic 
adhesion of core particles cannot be addressed. Hence, there is no motivation to select a matrix 
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base material having a hydroxyl value of 60 or greater to prevent electrostatic adhesion of core 
particles. 

Furthermore, the method of the present invention utilizes a matrix base material having a 
hydroxyl value of 60 or greater and containing a polyglycerol fatty acid ester, which inhibits 
adhesion of core particles to the wall surface of a granulator during fusion coating and enables 
efficient fusion coating. The Examiner will kindly refer to Examples 19 to 36, Comparative 
Example 17, and page 56, lines 8 to 15 of the specification. The fusion coating processes in 
Examples 19 to 36 (matrixes having a hydroxyl value of 60 or greater) show that no electrostatic 
adhesion of core particles occurred to give a product in good yield. In contrast, Comparative 
Example 17 (a matrix having a hydroxyl value of 15) shows that electrostatic adhesion of core 
particles occurred. This advantageous effect of the present invention cannot be expected from 
Akiyama et al. and Bartholomaeus et al. 

(c) Neither Akiyama et al. nor Bartholomaeus et al. discloses "fusion coating using 
an agitation method (agitation granulation method)" 

Another characteristic feature of the present invention is that the fusion coating is 
performed under agitation (using an agitating granulation method). Based on this feature, the 
present invention achieves the following remarkable effects: adhesion of core particles to the 
wall surface of a granulator during the fusion coating can be inhibited; fusion coating can be 
efficiently performed; and particles of a matrix formulation having a stably controlled 
medicament releasability can be obtained. The Examiner will kindly refer to page 38, lines 4 to 
27, Test Example 5, and Figure 5 of the present application. For example, Figure 5 shows that 
particles fusion-coated by an agitation method have a remarkably improved drug elution control 
property, compared to particles fusion-coated by a fluidized bed method. That is, the particles 
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obtained by fusion coating using an agitation method have an excellent physical property (novel 
physical property) in terms of drug release control, compared to particles obtained by fusion 
coating using a fluidized bed method. 

In contrast, Akiyama et al. does not teach "fusion coating." Bartholomaeus et al. does 
not teach the "fusion coating" of the present invention, either (see Item (a) above). 
Bartholomaeus et al. merely teaches fluidized bed coating in paragraphs [0057], [0071], [0080], 
[0088], [0096] and [0103]. Therefore, the superior effect of the particles obtained by fusion 
coating using an agitation method according to the present invention cannot be expected from 
Akiyama et al. and Bartholomaeus et al, either alone or in combination. 

(d) Conclusion 

As discussed above, the method of the present invention (claims 21-25 and 27-29) is 
unobvious and is patentable over Akiyama et al. and Bartholomaeus et al., either alone or in 
combination. The medicament sustained release particles obtained by the claimed method (claim 
30) are also unobvious and are patentable over Akiyama et al. and Bartholomaeus et al., either 
alone or in combination. 

In view of the above, reconsideration and withdrawal of the § 103(a) rejection based on 
Akiyama et al. and Bartholomaeus et al. are respectfully requested. 

II. At page 7 of the Action, claim 26 is rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Akiyama et al. and Bartholomaeus et al., and further in view of Kojima et al. 
(J. of Controlled Release, 2002). 

Applicants submit that this rejection should be withdrawn for at least the same reasons 
that the § 103(a) rejection of claims 21-25 and 27-30 based on Akiyama et al. and 
Bartholomaeus et al. should be withdrawn, as discussed above. Kojima et al. is cited as teaching 
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that the release rate of theophylline was decreased by annealing at 80 °C for 4 h and that 
annealing of the matrix particle leads to alterations of the pellet structure and, consequently, of 
the release properties (page 339, 1st column, 1st full paragraph). Kojima et al. does not make up 
for the deficiencies of Akiyama et al. and Bartholomaeus et al. 

Further, the present invention achieves another remarkable effect. In the present 
invention, the core particles may be subjected to a heat treatment prior to the fusion coating, as 
disclosed on page 39, line 1, to page 40, line 10, and in Test Example 4, and Figures 2 and 4 of 
the present specification. Crystalline transition of the matrix base material can be promoted by 
the heat treatment before the fusion coating, whereby stable drug release control properties can 
be maintained even after long-term storage. This effect cannot be expected from Akiyama et al., 
Bartholomaeus et al., or Kojima et al. Therefore, the method (Claim 26) of the present invention 
is unobvious and is patentable over Akiyama et al., Bartholomaeus et al., and Kojima et al., 
either alone or in combination. 

New claim 33, directed to the same medicament sustained release particles as those of 
claim 30, is patentable over the cited references for at least the same reasons that claims 21-30 
are patentable over the cited references, as discussed above. 

Allowance is respectfully requested. If any points remain in issue which the Examiner 
feels may be best resolved through a personal or telephone interview, the Examiner is kindly 
requested to contact the undersigned at the telephone number listed below. 
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The USPTO is directed and authorized to charge all required fees, except for the Issue 
Fee and the Publication Fee, to Deposit Account No. 19-4880. Please also credit any 
overpayments to said Deposit Account. 

Respectfully submitted, 

SUGHRUE MION, PLLC Hui C. Wauters 

Telephone: (202)293-7060 Registration No. 57,426 

Facsimile: (202) 293-7860 

WASHINGTON OFFICE 

23373 

CUSTOMER NUMBER 

Date: September 21, 2010 
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Filed: December 20, 2005 
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